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Effects of Crossoverson the Interpretation of the COURAGE Trial

Historically in clinical trials there has been agreat deal of concern over the effect of crossovers on the
interpretation of results. Thus, in the Coronary Artery Surgery Study, surgeons often voiced concern that the
high rate of crossovers from medicine to surgery showed that surgery was realy the better therapy, and that
the crossoversinvalidated the trial. Thisview receded asthe clinical community has become more comfort-
able with the notion of intention-to-treat. Thus, the question becomes not what is the better therapy, but what
isthe better choice at the moment. From this point of view, the question in the COURAGE Trial is not nec-
essarily whether intervention plus the best possible medical therapy compared to the same medical therapy
alone is better in the long run or not, but rather what is the correct decision at the present time. From this
vantage point, with amore narrowly defined question, crossovers would appear to be less of a problem.
However, thisis also atoo limited point of view. If patients are allowed to be crossed over too easily from
medical therapy alone to PCI plus medical therapy, then no question isreally being tested and to the extent
that this happens, the results of the trial will become less meaningful. In the extreme, if all medicine-only pa
tients cross over to PCI very rapidly, then the trial will be meaningless. For this reason, the trial leadership
has devel oped quite specific criteriafor crossing patients over. Given that thetrial isin equipoise, and that
wereally do not know which arm is better, having explicit criteriafor crossoversis both ethical and in
keeping with good clinical trial design. We urgeal investigatorsto take seriously the issues of when to
cross patients over, and to not compromise the trial by inappropriately crossing patients from Medicine Only
to the PCI plus Medicine arm.

Changes to the Operations Manual

As a result of the recent Data Monitoring Board recommendations we are institut-
ing the following changes to the Operations Manual effective immediately:

1. The window to document objective evidence of myocardial ischemia has been in-
creased from 90 days to 180 days (six months) before the date of randomization
if there have been no intervening events.

For patients who present to the hospital with an acute coronary syndrome with
classic (“definite”) angina, but no diagnostic ischemic ECG changes, if they can be
cooled down it will be permissible to enroll them in the study without objective
evidence of ischemia under the following conditions:

? Patients must demonstrate a COURAGE eligible vessel (see pp. 30-34 of the
Protocol) with a lesion that is caliper-measured at = 80% coronary stenosis.

? All other inclusion and exclusion criteria must be met.
The use of 11b/111a inhibitors should be encouraged in these patients.

These changes in study procedures as outlined in Operations Memos No. 21 and
No. 22 will facilitate the ease of screening and enrolling patients into the COURAGE
Trial while conforming to current practice.
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